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T, Susan Donncr-Weir, a citizen of USA, residing in Cambridge, MA, hereby declare as 
follows: 

1 . J am a Senior Investigator in the Section on Islet Transplantation and Cell Biology at 
Joslin and Associate Professor of Medicine at Harvard Medical School. 1 received my doctorate 
in biology at Case Western Reserve University and then completed postdoctoral training in islet 
morphology at Harvard Medical School. T serve or have served on the editorial boards of the 
American Journal of Physiology, Endocrinology and Diabetes, and was a member of the 
Juvenile Diabetes Research foundation Scientific Review Committee. 

2. I am a co-inventor of the invention claimed in the above-identified patent application, and 
I have read and understand the contents of the present patent application. 

3 . I have been advised and understand that the Examiner has rejected claims of the above- 
rcfcrenccd application that are directed to a method of obtaining pancreatic islet cells. The 

CnvriHC'ATE OF MAILING BY FIRST Ct-ASS MAIL 

1 hereby certify under 37 OR. 81.8(a) that this correspondence is being 
deposited with lite United States Postal Service as first class mail wilh 
sufficient postage on the date indicated below and is Addressed to the 
Commissioner for Patcnls, P.O. Box )450, Alexandria, VA 22313-1450. 
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method includes: (a) providing differentiated or adult pancreatic cells substantially free of islet 
cells, (b) allowing the differentiated or adult pancreatic cells to proliferate to farm a population 
of dedifferentiated pancreatic cells, (c) adding a component of extracellular matrix (FXM) to the 
population or dedifferentiated pancreatic cells; and (d) growing the cells in the presence of ECM 
for a lime sufficient for the cells to express insulin. I further have been advised and understand 
that (his rejection is based, in part, on the Examiner's assertion that the claims are obvious in 
view of Gmyr ct al. [IDS-AG]. The Examiner interprets the Gmyr el al. method "C" as 
disclosing a step of obtaining dedifferentiated cells and a step of culturing dedifferentiated cells 
in the presence of ECM. Thus, the Examiner argues, the Gmyr method "C" results in pancreatic 
islet cells just as in the claimed methods. 

4. The Examiner's interpretation of Gmyr is incorrect. Gmyr (as indicated by Gmyr's title) 
relates to expansion of ducta l cells from various types of tissue. Gmyr docs not suggest or even 
speculate that insulin-producing islet cells (as required by the claims) are produced by method 
"C", Indeed, Gmyr acknowledges that the conditions necessary to produce insulin-producing 
(endocrine) cells from exocrine or ductal cells arc unknown when Gmyr states: "We arc now 
screening various conditions to induce the endocrine differentiation of these ductal precursor 
cells" (emphasis added), Gmyr does not even speculate about what such conditions might be. 
Since ductal cells do not produce insulin, the Gmyr cells cannot reasonably be expected to be the 
same as Applicants' dedifferentiated cells, which Applicants have shown to form islet buds and 
express insulin upon contacting with a component of ECM. 

5. The Examiner' s argument, at least in part, appears to be based on the fact that both Gmyr 
and the claims use the term "dedifferentiated cells". However, this term as used by Gmyr means 
something completely different than the term as used in the present specification and claims. 
"Dedifferentiated cells" as defined in the specification and recited in the claims, arc adult or 
differentiated pancreatic cells, substantially free of islet cells, that have been allowe d to 
prolifcjfflLe, have lost their differentiated phenolypc, and arc pluripotcnt. (See specification at 
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page 2, lines 1-5; page 17, lines 1345; page 32, line 6 ct seq.) As now amended, the claims 
recllo a step of allowing the adult or differentiated cells to proliferate. In contrast, as used by 
Gmyr, "dedifferentiated cells" arc ductal cells that have arisen from a population of exocrine 
cells. Gmyr describes method C as follows: 

exocrine cells [i.e., acinar cells] were allowed to dedifferentiate to a ductal 
phenotype in culture. (. . .) the cell yield appeared virtually unlimited (. . .) 
rmimmohisiochcmieal studies confirmed the ductal epithelial (cytokcratm 19, LA 
19-9) nature of the cells. (. . .) [Method C] allowed further expansion of ductal 
epithelial cells when cultured in 804G matrix with HGF or EGF. Conclus ion: 
(. . .) exocrine tissue dediffcrcntiation in culture allowed the obtcntion of 
sufficient i lumbers of hum an duclri pancreatic cells and their further io-vitro 
expansion. We arc now screening various conditions to induce the endocrine 
differentiation of these ductal precursor cells. (Emphasis added.) 

Thus, in what Gmyr calls ''method C'\ Gmyr describes the expansion of ductal cells from 

exocrino tissue. Gmyr refers to ihe expansion of ductal cells from exocrine tissue in culture as 

"dediffcrentiation." However, it is clear in the field of pancreatic cell culture that 

"rtcdiffertintiation" as used by Gmvr. docs not include proliferation . In fact, the in vitro 

expansion of ductal cells from exocrine (acinar) tissue has been shown by others to not involve 

cell division, This is evidenced by Rooman ct al. (2000) Diabetes 43:907-914 (enclosed 

herewith). Although Rooman was published after the present application was filed, it discusses 

references published prior to the filing date, which describe the obtention of ductal cells from 

ctillured exocrine pancreas. (Sec Rooman, page 912, first sentence of Discussion) Rooman 

concludes as follows: 

a mi^lfilk 1 . 1'irt ease i" cells wi th ductal characteri stics [from acinar exocrine 
tissue] willi 26 to (54% preservation of initial DNA, and the absence off cell 
division as assessed by incorporation of BrdU, excluded the possibility of 
selective survival or overgrowth by a small contaminating population of 
ccnlroacinar-dnctular cells. (. . .) The present results arc indicative of a process 
termed "direct transdifferentiation", in which cellular nlie notvpic conversion is 
independent from DNA-rcnlication . (Rooman, page 912, l" paragraph of 
Discussion, emphasis added.) 
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(j, Therefore, the expansion of exocrine cells into ductal cells, which is the phenomenon 
disclosed by Gmyr, teji^Ypi^cell^fcrat^. Rather, the expansion of exocrine cells 
into ductal cells is a mechanism in which exocrine cells acquire characteristics of ductal cells 
during culture in vitro without passing through a proliferative (cell division) phase, as required 
by the claims. Nothing in Gmyr indicates that the exocrine cells were allowed to JOfiSi&al& as 
recited in the claims. Nor docs Gmyr suggest mat proliferation is required or desirable for the 
expansion of ductal cells, much less for the production of islet cells from exocrine or ductal 
tissue, as recited in the claims. 

7. In addition, the Examiner's belief that the expression of cytokcratin 19 indicates 
proliferation and loss of differentiation equivalent to the dedifferentiated cells of the claims is 
incorrect. The expression of cytokeratin 19 (as described in Gmyr) is a marker for ductal 
cpWlsMscllfi- Cytokcratin 1 9 is not a marker for proliferating cells that have lost their ductal 
phenotypc. This much is clear from Gmyr itself, which states: "ImiTiunohislochemical studies 
^Hir^'.' Jl^^l^'™' fotokeratin 19. P .A 1 nature of the cells in each of the three 
methods" (emphasis added). See also Bouwcns et al. (1995) Identification of rat pancreatic duct 

f citoJlm:^ 7 - 19 and 2 0 in vi vo and a ftcr isolation and culturc - J - 

miochem. Cylochem. 43:245-53 (abstract enclosed). Therefore, the fact that the Gmyr cells 
express cytokcratin 19 merely confirms that the cells produced by the Gmyr method are ductal 
cells. 

8. I further declare that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true; and further that these 
statements arc made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under §1001 of Title XVIII of the United States 
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Code, and that such willful false statements may jeopardize the validity of this Application 
Patent or any patent issuing thereon. 


"Suson Bonncr-Wcir, Ph.D. 


Fish & Richardson P.C. 
225 Franklin Street 
Hoiilon, MA 02110-2804 
Telephone: (617)542-5070 
Facsimile: (617)542-8906 
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